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ANDA 40-155

APR | 4 1997

_— -

Vintage Pharmaceuticals, Inc.
Attention: Rebecca A. Thurman
3241 Woodpark Blvd.

Charlotte, NC 28206

Dear Madam:

This is in reference to your abbreviated new drug application
dated July 21, 1995, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Hydrocodone Bitartrate
and Acetaminophen Tablets USP, 7.5 mg/650 mg.

Reference is also made to your amendments dated January 29, 1995,
March 8, 1996 and February 28, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 7.5 mg/650 mg to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug (Hydrocodone
Bitartrate and Acetaminophen Tablets USP 7.5 mg/650 mg, of Mikart
Inc.). Your dissolution testing should be incorporated into the
stability and quality control program using the same method
proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change .may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.
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We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,
4/14/% 7
Director

Office of Generic Drugs
Center for Drug Evaluation and Research

Douglas L. Spo#n
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DOSAGE AND ADMINISTRATION
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tabiets.

HOW SUPPLIED
Hydrocodone Bitartrats and Acetaminophen Tabiets, USP 7.5 mg/BS0 mg are a3 while, h b
tabiets. debossed J5/9S V Tmmunswmmutm.mmo 1000.
Storage: Store at room L 15°-25°C (59" - 17° F).
Di in @ tght. light-resi as defi in the USP/NF with a child-resistant closure.
CAUTION: Federal lsw ibits di ing wi p b
A Schedule CHI Narcotic.
Manufactured by:
VINTAGE PHARMACEUTICALS, INC.
Chariotie. NC 28206

IN-114
12/95
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CHEMISTRY REVIEW NO. 2
ANDA # 40-155

NAME AND ADDRESS OF APPLICANT
Vintage Pharmaceuticals, Inc.
3241 Woodpark Blvd.
Charlotte, NC 28206

LEGAL BASIS FQOR SUBMISSION /
Certify to the best of their knowledge that any patent for
the listed product or marketing exclusivity either has not

been filed, or has expired prior to the filing of this
application.

Listed Product: Mikart - Lorcet® Plus 7.5/650

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A None
NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
Hydrocodone Bitartrate N/A
and Acetaminophen
AMENDMENTS AND OTHER DATES:
Firm: 7/21/95 - Original.

12/28/95 - Amendment.

1/26/96 - Amendment.

1/29/95 - O/NC.

2/14/96 - Response to phone memo.

3/8/96 - Bio Amendment.

2/28/97 - Response to 1lst def. letter. Subject of

this review.

FDA: 8/28/95 - Acknowledgement.
11/28/95 - Bio. review, waiver granted.
12/12/95 - Bio. letter, acceptable at this time.
2/14/96 - Phone memo, labeling information.
8/26/96 1st def. letter (CGMP).
3/22/96 - Bio. review, waiver granted.
3/29/96 - Bio. letter, acceptable at this time.

PHARMACOLOGICAL CATEGORY 11. RX or OTC
Relief of moderate to R

moderately severe pain.

AT IND
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13. DOSAGE FORM 14. POTENCY
Tablet 7.5 mg/650 mg

15. CHEMICAL NAME AND STRUCTURE
- Acetaminophen USP
CgHoNO;; M.W. = 151.16

CH,CONH OH

4'-Hydroxyacetanilide. CAS [103-90-2]

Hydrocodone Bitartrate USP
CigH;1NO;. C,HeO¢. 2%5H,0; M.W. = 494.50

=
SRR JRNTIT

x
[=]
|
(K o)
I
x

4,50-Epoxy-3-methoxy-17-methylmorphinan-6-one tartrate
(1:1)hydrate (2:5). CAS [34195~-34-1; 6190-38-1]
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16. RECORDS AND REPORTS
N/A

17. COMMENTS

Method validation not needed, product is USP. DMFs, EER and
Bio. are satisfactory

18. CONCLUSIONS AND RECOMMENDATIONS

Approval
19. REVIEWER: DATE_COMPLETED:
Norman Gregory 3/12/97

3/12/97 (started)
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ANDA 40-155

Vintage Pharmaceuticals, Inc. MAR 2 9 19%
Attention: Rebecca A. Thurman

3241 Woodpark Blvd.

Charlotte NC 28206

Illll"llIIIIII"IIIII"IIIIII"

Dear Madam:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 G)
of the Federal Food, Drug and Cosmetic Act for Hydrocodone bitartrate and Acetaminophen
Tablets USP, 7.5 mg/650 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at
—this time.

2. The following dissolution testing will need-to be incorporated into your stability and quality
control programs: -

The dissolution testing should be conducted in 900 mL of PO, Buffer pH 5.8, at 37°C using
Apparatus II (Paddle) at 5O rpm. The test product should meet the following specifications:

Not less than of both active components of the labeled amount of the drug is
dissolved in 30 minutes. )

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,
/~

'~ Keith K. Chan, Ph.D.
Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research




MAR 22 1996

Hydrocodone Bitartrate; Vintage Pharmaceuticals Inc.
Acetaminophen Tablets Charlotte, NC

7.5 mg/650 mg Submission Date:

ANDA #40-155 January 29, 1996

Reviewer: Z.Z. Wahba March 08, 1996

wp# 40155w.795

Revi £ Di luti Dat 3 Wai R
I.

BACKGROUND
The firm has submitted comparative in vitro dissolution data for its
test drug product, Hydrocodone Bitartrate; Acetaminophen Tablets 7.5
mg/650 mg,  and the reference listed product, Mikart's Hydrocodone
Bitartrate; Acetaminophen Tablets 7.5 mg/€650 mg.

II.
The formulation comparison statement was given on page 51, vol. #Cl.1,
ANDA 40-155.

No | Ingredients Test
mg/tablet

1 Acetaminophen Usp 722,22

2 Hydrocodone Bitartrate, UsP 7.5

3 | Microcrystalline Cellulose, NF

4 | 'Croscarmellose Sodium, NF

5 | 'Magnesium Stearate, NF

Total 850.00

III. DISSOLUTION

The firm has submitted dissolution data for its drug product,
Hydrocodone Bitartrate: Acetaminophen, 7.5 mg/650 mg tablets, applying
the following conditions:




Method:
Medium:
Temperature:

Number of Tablets:

Specification:

Reference product:

USP 23 apparatus II (Paddle) at 50 rpm

900 ml PO,, pH 5.8 buffer

37°C + 0.5°C

12

NLT in 30 minutes

Hydrocodone Bitartrate; Acetaminophen,

7.5 mg/650 mg manufactured by Mikart Inc. under
the trade name LORCET® PLUS.




%
In Vitro Dissolution Testing

Table 1.

Drug (Generic Name): Hydrocodone Bitartrate; Acetaminophen
Dose Strength: 7.5 mg/650 mg
ANDA No.: 40155

Firm: vintage Pharmaceuticals, Inc.
Submission Date: July 25, 1995
File Name: 40155w.795
I. Conditions for Dissolution Testing:
USP 23 Method Basket: Paddle: X RPM: 50

No. Units Tested: 12 Tablets

Medium: PO, Buffer pH 5.8 Volume: 900 mL

Specifications: NLT (Q) is dissolved in 30 minutes

Reference Drug: Hydrocodone Bitartrate; Acetaminophen 7.5 mg/ 650 mg manufactured
by Mikart)

Assay Methodology:

II. Results of In Vitro Dissolution Testing:
Sampling Test Product: Acetaminophen Reference Product: Acetaminophen
Times Lot #023025 Lot #9307861
(Minutes) | Strength{mg) 650 Strength(mg) 650

Mean % Range ECV Mean % Range ICV
8 92.5 1.7 95.8 2.5
15 96.9 2.4 99.0 2.0
23 97.1 1.4 99.7 1.8
30 96.9 1.7 100.5 2.0
Sampling Test Product: Hydrocodone Reference Product:
imaces) Lot #023025 iggrgggg%:lmtanrate

Strength(mg) 7.5 Strength(mg) 7.5

Mean % Range $CV Mean % Range %CV
8 93.8 1.5 96.4 3.3
15 97.7 2.0 98.7 1.9
23 98.7 1.6 98.6 ~ 3.6




a. Test Product (Jot #023025)

=
Content Uniformity 103.5% 102.7%
Assay 103.9% 102.5%

b. Reference Product (lot #9307861)

Hydrocodone Bitartrate

Content Uniformity 99.0% 101.2%

Assay 104.0% 101.2% -

IV. COMMENTS

1. The drug product is classified "AA" in the list of the "Approved
Drug Products with Therapeutic Equivalence Evaluations"”.

2. The test drug product contains the same active ingredients in
the same strength and dosage form as the currently approved
listed reference product.

3. The test drug product contains no inactive ingredient (s) that is
known to significantly affect absorption of the active drug
ingredient or therapeutic moiety.

4. The dissolution data for the test product is acceptable.

5. The waiver of in vivo bioequivalence study requirements may be

granted based on 21 CFR section 320.22(d)(4) (ii) of the
Biocavailability/Biocequivalence Regulations.

V. RECOMMENDATION

1.

The Division of Bioequivalence agrees that the information
submitted by Vintage Pharmaceuticals Inc. on its drug product,
Hydrocodone Bitartrate; Acetaminophen Tablets 7.5 mg/650 mg
falls wunder 21 CFR section 320.22(d) (4) (ii) of the
Bioavailability/Biocequivalence Regulations. The waiver of jip
vivo biocequivalence study for the drug is granted. From the
Bioequivalence point of view, the Division of Bioequivalence
deems the firm's test product, Hydrocodone Bitartrate;
Acetaminophen Tablets 7.5 mg/650 mg is deemedr bicequivalent to
the reference listed product, Mikart's Hydrocodone Bitartrate;
Acetaminophen Tablets 7.5 mg/650 mg.

The dissolution testing conducted by Vintage Pharmaceutical Inc.
on its drug product, Hydrocodone Bitartrate; Acetaminophen
Tablets 7.5 mg/650 mg is acceptable.




3. The dissolution testing should be incorporated into the firm's
manufacturing controls and stability program. The dissolution
testing should be conducted in 900 ml of PO, Buffer PH 5.8, at
37°C using Apparatus II (Paddle) at 50 rpm. The test product
should meet the following specifications:

Not less than >f both active components of the labeled
amount of the drug is dissolved in 30 minutes.

The firm should be informed of the recommendation.

Zakaria Z. Wahba, Ph.D.
Review Branch III
Division of Bioequivalence

RD INITIALED RMHATRE
FT INITIALED RMHATRE 3/2_—,_ ;?6

N —

N

cc: ANDA #40-155 (original, duplicate), HFD-600 (Hare), HFD-630,
HFD-658 (Mhatre, Park), Drug File, Division File
ZZWahba/012496/0313 96/032296/wp#40155w. 795
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